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Summary 
Patients with HCV genotype 3 (GT3) infection and cirrhosis are currently the most difficult to cure. We report our 
experience with sofosbuvir+daclatasvir (SOF+DCV) or sofosbuvir/ledipasvir (SOF/LDV), with or without ribavirin 
(RBV) in clinical practice in this population. This was a multicenter observational study including cirrhotic patients 
infected by HCV GT3, treated with sofosbuvir plus an NS5A inhibitor (May 2014‐October 2015). In total, 208 
patients were included: 98 (47%) treatment‐experienced, 42 (20%) decompensated and 55 (27%) MELD score >10. 
In 131 (63%), treatment was SOF+DCV and in 77 (37%), SOF/LDV. Overall, 86% received RBV. RBV addition and 
extension to 24 weeks was higher in the SOF/LDV group (95% vs 80%, P=.002 and 83% vs 72%, P=.044, 
respectively). A higher percentage of decompensated patients were treated with DCV than LDV (25% vs 12%, 
P=.013). Overall, SVR12 was 93.8% (195/208): 94% with SOF+DCV and 93.5% with SOF/LDV. SVR12 was 
achieved in 90.5% of decompensated patients. Eleven treatment failures: 10 relapses and one breakthrough. RBV 
addition did not improve SVR (RR: 1.08; P=.919). The single factor associated with failure to achieve SVR was 
platelet count <75×10E9/mL (RR: 3.50, P=.019). In patients with MELD <10, type of NS5A inhibitor did not impact 
on SVR12 (94% vs 97%; adjusted RR: 0.49). Thirteen patients (6.3%) had serious adverse events, including three 
deaths (1.4%) and one therapy discontinuation (0.5%), higher in decompensated patients (16.7% vs 3.6%, P<.006). In 
patients with GT3 infection and cirrhosis, SVR12 rates were high with both SOF+DCV and SOF/LDV, with few 
serious adverse events. 
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1 INTRODUCTION 
Patients with hepatitis C virus (HCV) genotype 3 (GT3) infection are at a higher risk of progression to 
liver disease and development of hepatocellular carcinoma than patients with other HCV genotypes.
1-3
 
Hence, this population should be prioritized to receive effective antiviral therapy. Direct‐acting antiviral 
(DAA) agents have significantly improved the efficacy and tolerability of HCV treatment. However, as 
compared to other genotypes, the efficacy of DAA combinations is lower in patients with GT3 infection 
and liver cirrhosis.  
 
Sofosbuvir
4
 (SOF), a pangenotypic NS5B inhibitor, and daclatasvir
5
 (DCV), an NS5A inhibitor, are 
active against GT3 infection, whereas ledipasvir
6
 (LDV), another NS5A inhibitor, has shown lower in 
vitro activity against GT3.
7
 There are few studies evaluating these regimes in GT3‐associated cirrhosis in 
real practice settings.  
 
The ALLY‐3 clinical trial assessed the efficacy of the SOF+DCV combination for 12 weeks in GT3 
patients with and without cirrhosis. The sustained virological response rate after 12 weeks of therapy 
(SVR12) in cirrhotic patients was 63% (58% in treatment‐naïve [TN] and 69% in treatment‐experienced 
[TE] patients).
8 
A later study, ALLY‐3+, was designed to evaluate the effect of adding ribavirin (RBV) 
and extending treatment duration to 16 weeks in patients with advanced fibrosis. SVR12 rates increased 
to 88% with SOF+DCV and RBV for 12 weeks, and to 86% with extension of therapy to 16 weeks.
9 
 
In a trial including 101 patients with GT3 infection, the fixed‐dose combination of SOF/LDV without 
RBV achieved an SVR12 rate of 64% in naïve patients. Addition of RBV improved these results in 
noncirrhotic patients (100% TN vs 82% TE) and in patients with cirrhosis (100% TN vs 73% TE), 
although only 15 patients were included.
10 
 
In clinical practice, a larger amount of information is available for the SOF+DCV combination than 
for SOF/LDV. The French multicenter compassionate use programme in cirrhotic GT3 patients receiving 
SOF+DCV with or without RBV for 24 weeks reported SVR12 rates of 86% without RBV and 81% with 
RBV. Treatment of decompensated cirrhotic patients resulted in even lower SVR rates (approximately 
70%).
11
 The British expanded access programme focusing on decompensated GT3 patients reported SVR 
rates of 59% in 61 patients who received SOF/LDV and RBV for 12 weeks compared with 70% in 114 
patients who received SOF+DCV and RBV for 12 weeks.
12
 Data are limited regarding extending 
SOF/LDV and RBV therapy to 24 weeks in patients with cirrhosis. The aim of this study was to evaluate 
the effectiveness and safety of 12‐ and 24‐week regimens of SOF plus an NS5A inhibitor (DCV or LDV) 
with or without RBV in a cohort of HCV GT3‐infected patients with liver cirrhosis treated in a real‐life 
multicenter setting.  
2 MATERIALS AND METHODS 
2.1 Study design and patient selection 
This is a multicenter observational study in a cohort of HCV GT3‐infected patients with both 
compensated and decompensated cirrhosis who received oral DAAs in routine clinical practice. Data 
were collected through a National Registry (HEPA‐C) under the auspices of the Spanish Association for 
the Study of the Liver (AEEH) and the Networked Biomedical Research Centre for the Study of the Liver 
and Digestive Diseases in Spain (CIBERehd and the Community of Madrid regional registry). Twenty‐
five Spanish centres provided data. The information included was from patients seen between May 2014 
and October 2015 who had reached week 12 after completion of treatment. For the present analysis, we 
included data from all cirrhotic patients infected by HCV GT3 who received treatment with SOF plus an 
NS5A inhibitor (DCV or LDV) with or without RBV and were followed up for at least 12 weeks after 
therapy discontinuation. The decision to treat and the choice of treatment were entirely at the discretion of 
the attending physician. The therapeutic regimen was a fixed‐dose combination of SOF 400 mg/LDV 
90 mg daily or SOF 400 mg+DCV 60 mg. The two regimens were administered for either 12 or 24 weeks 
and included or not a weight‐based RBV dose, depending on each patient's individual clinical 
characteristics. The study was conducted in accordance with Good Clinical Practice guidelines and was 
approved by the Research Ethics Committee of Hospital Universitario Fundación Alcorcón (Madrid, 
Spain). All data were anonymized, and patients gave their consent to contribute to the registries. 
 
Eligible patients were treatment‐naïve or interferon‐based treatment‐experienced adults (>18 years 
old) with chronic HCV GT3 infection and cirrhosis confirmed by liver biopsy, liver stiffness 
measurement (Fibroscan) ≥14.6 kPa, or 10‐14.6 kPa, and the presence of known clinical signs of portal 
hypertension (e.g., oesophageal varices) or clinical decompensation (ascites or hepatic encephalopathy). 
Decompensated patients were defined as those classified as Child‐Pugh‐Turcotte (CPT) class B or C at 
the beginning of therapy, with no upper limit of the CPT score for inclusion. The key exclusion criteria 
were infection with genotypes other than GT3, human immunodeficiency virus or hepatitis B virus 
coinfection, no evidence of cirrhosis, prior therapy with direct antiviral agents and refusal to consent to 
the data registry. 
2.2 Efficacy and safety monitoring 
Viral load was determined using the COBAS TaqMan HCV assay, version 2.0 (Roche Molecular 
Systems, Inc., Indianapolis, IN), with a lower limit of quantification of 15‐43 IU/mL and a lower limit of 
detection of 10 IU/mL. HCV RNA levels were measured at baseline and at weeks 4, 12 and 24, and at 
12 weeks after completion of treatment. 
 
The primary endpoint was sustained virological response, defined as the percentage of patients with 
undetectable HCV RNA at week 12 after completion of treatment in each therapy regimen. 
 
The secondary endpoints included evaluation of covariates such as liver function, portal hypertension, 
previous therapy, type of previous therapies, treatment regimen associated with SVR12 and 
discontinuation of treatment, and therapy‐related serious adverse events. 
  
Virological relapse was established when HCV RNA was detected during follow‐up in a patient who 
had undetectable HCV RNA at the end of the treatment. Virological breakthrough was defined as a 
confirmed HCV RNA increase of at least 1 log IU/mL from the nadir value or a confirmed quantifiable 
HCV RNA level in a patient with undetectable HCV RNA during treatment. 
 
Adverse events were recorded throughout the treatment period and the 12 weeks of follow‐up. Serious 
adverse events (specifically, any hospital admission or decompensation event), death, occurrence of 
hepatocellular carcinoma (HCC), liver transplant requirement or treatment discontinuation related to 
adverse events were included in the safety analysis. 
2.3 Statistical analysis 
Covariates classically associated with virological response such as age, sex, liver stiffness, platelet 
count, HCV RNA and previous HCV treatment were collected for analysis. Patients with liver stiffness 
>20 kPa were considered at risk of having clinically significant portal hypertension.
13, 14
 
 
Results were analysed after stratifying patients by liver function according to a model for end‐stage 
liver disease (MELD) score >10, Child‐Pugh‐Turcotte (CPT) score ≥7 or albumin concentration 
<3.5 g/dL and to covariates related to HCV treatment, that is, duration of the regimen (12 or 24 weeks) 
and addition of RBV. Data are expressed as the mean ± standard deviation (SD) for normally distributed 
quantitative variables and as the median and interquartile range for variables with a non‐normal 
distribution. Qualitative data are expressed as the count and percentage. Efficacy endpoints, expressed as 
the response rate and exact binomial 95% confidence interval, were calculated using the Clopper‐Pearson 
method (exact method) and included patients who maintained therapy for at least 4 weeks. Univariate 
analysis was performed to detect differences between the treatment groups and identify predictors of 
treatment failure. Quantitative variables were compared with the Student t test or Mann‐Whitney U test, 
according to the distribution of data. Qualitative variables were compared with the chi‐square or Fisher's 
exact test. Risk ratios (RR) and confidence intervals were estimated using a modified Poisson model with 
robust error variances.
15
 Confounding and/or interaction effects due to liver function were analysed by 
subgroup analysis and multivariate models. The Mantel–Haenszel test for homogeneity was applied, and 
modified Poisson multivariate models were adjusted according to the type of treatment, the effect‐
modifying variables, and the interaction coefficient. A significant interaction indicated that the effect of 
treatment on SVR12 depended on the value of the other variable. The adjusted RR and risk difference 
were estimated using these models in each subgroup. Results were considered statistically significant at P 
values of <.05. The statistical analysis was carried out using STATA 13 and SPSS for Windows, version 
21.0 (SPSS; Chicago, IL, USA).  
3 RESULTS 
Baseline characteristics of the 208 GT3 patients included are summarized in Table 1. Overall, 82% 
were male, mean age was 55 years and 98 (47%) had been previously treated with interferon and RBV. In 
total, 42 (20%) had decompensated liver disease, 55 (27%) had a MELD score >10 points and 93 (56%) 
had a value >20 kPa on elastography. As to treatment, 131 (63%) received SOF+DCV±RBV and 77 
(37%) SOF/LDV±RBV. Therapy duration was 12 or 24 weeks. A significantly larger number of patients 
received 24 weeks in the SOF/LDV‐treated group than the SOF+DCV group. However, a higher 
percentage of decompensated patients received the SOF+DCV ± RBV combination. Moreover, patients 
treated with DCV tended to have higher MELD scores and lower platelet and albumin levels, although the 
mean elastography value did not differ between the two groups. The percentage of previously treated 
patients in the two groups was similar.  
  
Table 1. Baseline characteristics of patients according to the sofosbuvir‐based antiviral regimen 
 
Total N=208 (%) SOF+DCV±RBV N=131 (%) SOF/LDV±RBV N=77 (%) P value 
     
Male, n (%) 170 (82) 110 (84) 60 (78) .18 
Mean (SD) age, y 55 (8) 55 (8) 55 (8) .49 
≥65 y, n (%) 21 (10) 14 (11) 7 (9) .46 
Treatment experience, n (%) 98 (47) 58 (45) 40 (53) .19 
CPT classification, n (%) 
A 166 (80) 98 (78) 68 (88) 
.013 
B/C 36 (17)/6 (3) 28 (21)/5 (4) 8 (11)/1 (1) 
Clinical decompensation, n (%) 41 (20) 34 (26) 7 (9) 
.003 
Ascites, n events 38 31 7 
Variceal haemorrhage, n events 17 13 4 
Hepatic encephalopathy, n events 12 11 1 
Mean (SD) platelets, per 10E9/mL 121 (64) 115 (60) 136 (68) .03 
Mean (SD) albumin, mg/dL 4 (0.6) 3.9 (0.6) 4.1 (0.4) .014 
Mean (SD) HCV RNA, log10 IU/mL  6 (0.9) 6 (0.9) 6 (0.8) .98 
Median (IQR) MELD score 8 (4) 9 (5) 7.5 (2) <.001 
MELD >10, n (%) 55 (27) 46 (36) 9 (12) <.001 
Mean (SD) elastography, kPaa 27 (15) 27 (15) 26 (15) .59 
Elastography >20 kPa, n (%) 93 (56) 57 (58) 36 (53) .31 
Treatment duration, n (%) 
12 weeks 50 (24) 37 (28) 13 (17) 
.044 
24 weeks 158 (76) 94 (72) 64 (83) 
Addition of RBV, n (%) 178 (86) 105 (80) 73 (95) .002 
     
 
a Available in 165 patients  
CPT, Child‐Pugh‐Turcotte; DCV, daclatasvir; LDV, ledipasvir; MELD, model for end‐stage liver disease; RBV, ribavirin; SOF, 
sofosbuvir  
3.1 Efficacy analysis 
3.1.1 Sustained virological response 
The SVR12 rate in the overall cohort was 93.8% (195/208): 94% (123/131) in patients treated with 
SOF+DCV±RBV and 93.5% (72/77) in those treated with SOF/LDV±RBV. SVR12 rates according to the 
DAA combination received, treatment duration and RBV addition are shown in Figure 1. In 
decompensated patients, SVR12 was 90.5%. In compensated patients, SVR12 was similar for both DCV 
and LDV (94% vs 96%, P=.45). SVR12 was somewhat higher in decompensated patients treated with 
DCV, although the difference did not reach statistical significance (94% vs 78%, P=.2). SVR12 rates 
according to treatment group and CPT classification are summarized in Figure 2.  
  
 
 
 
Figure 1. SVR12 rates by intention‐to‐treat analysis according to NS5A regimen and duration of therapy 
 
 
 
Figure 2. SVR12 rates by intention‐to‐treat analysis according to NS5A inhibitor regimen and Child‐Pugh‐Turcotte score 
Eleven patients experienced treatment failure, including 10 relapses and one virological breakthrough. 
In the SOF+DCV±RBV group, six patients relapsed and one had detectable HCV RNA at the end of 
treatment. This last patient was a 56‐year‐old woman with poor adherence to therapy. Five of the six 
relapses occurred in patients who received a 24‐week regimen. Of the 77 patients who received 
SOF/LDV±RBV, 4 (5.2%) relapsed, all after a 24‐week regimen with addition of RBV. 
 
Treatment‐experienced patients achieved high SVR rates with both DCV and LDV: 55/58 (94%) and 
36/40 (90%), respectively. 
  
3.1.2 Factors associated with SVR12 
On univariate analysis, platelet count below 75×10E9/mL was the only factor significantly associated 
with failure to achieve SVR12 (RR: 3.50, 95% CI 1.23‐9.94, P=.019). Prior treatment, clinically 
significant portal hypertension (elastography >20 kPa), MELD score and albumin level did not have an 
impact on SVR12. Neither RBV addition nor treatment duration was associated with therapy failure 
(Table 2).  
Table 2. Univariate analysis of factors associated with SVR12. Platelet count above 75x10E9/mL 
was the only factor significantly associated to SVR12 at univariate analysis 
Variable 
Univariate modified Poisson regression 
RR (95% CI) P value  
   
NS5A inhibitor: DCV vs LDV 1.06 (0.36‐3.14) .912 
Sex: male vs female 1.23 (0.28‐5.34) .783 
Age, y: <65 vs ≥65 1.35 (0.18‐9.9) .769 
Previous therapy: naïve vs experienced 1.26 (0.44‐3.63) .666 
Addition of RBV: yes vs no 1.08 (0.25‐4.64) .919 
Therapy duration, weeks: 12 vs 24 1.05 (0.3‐3.69) .933 
Cirrhosis: compensated vs decompensated 1.76 (0.57‐5.44) .329 
MELD score: <10 vs ≥10 2.40 (0.84‐6.83) .102 
Elastography, kPa: <20 vs ≥20 1.90 (0.51‐7.11) .342 
Platelet count, ×10E9/mL: <75 vs ≥75 3.50 (1.23‐9.94)  .019  
Albumin level, mg/dL: <3.5 vs ≥3.5 1.68 (0.54‐5.22) .366 
   
 
DCV, daclatasvir; LDV, ledipasvir; MELD, model for end‐stage liver disease; RBV ribavirin. 
 
3.1.3 Subgroup analysis 
To avoid interaction effects resulting from higher percentages of patients with MELD >10, platelets 
<75×10E9/mL, CPT B/C status and albumin <3.5 in the group treated with SOF+DCV±RBV, we carried 
out subgroup analyses and multivariate models. A significant interaction was observed between the type 
of NS5A and MELD score. In the models adjusted by interaction and confounding variables, including 
platelet count and type of treatment, we found that in patients with a MELD score <10, the type of NS5A 
inhibitor did not have an impact on SVR12 (97% vs 94%; adjusted SVR RR 0.49, 95% CI 0.10‐2.45; 
adjusted risk difference 3.1%). However, in patients with a MELD score >10, the SVR12 rate was lower 
in those who received SOF/LDV (66.7% vs 93.5%; adjusted no‐SVR SOF/LDV vs SOF+DCV RR 5.00, 
95% CI 1.19‐21.00; adjusted risk difference 26.7%) (Table 3).  
  
Table 3. Analysis of SVR12 adjusted to effect‐modifying variables 
 
SOF+DCV  
N=123 (%) 
SOF/LDV  
N=72 (%) 
P value  
Interaction term 
Adjusted no‐SVR RR  
(95% CI) 
      
MELD scorea ≤10 77 (94) 66 (97) .035 0.5 (0.1‐2.5) 
>10 43 (94) 6 (67) 5.0 (1.2‐21.0) 
Platelets, 10E9/mLb ≥75 88 (96) 53 (96) .250 0.8 (0.2‐4.4) 
<75 35 (90) 7 (70) 2.9 (0.8‐11.1) 
CPT score A 92 (94) 65 (96) .160 0.7 (0.2‐2.8) 
B/C 31 (94) 7 (78) 3.7 (0.6‐22.6) 
Albumin, mg/dL >3.5 87 (94) 67 (96) .074 0.7 (0.2‐2.6) 
≤3.5 34 (94) 5 (71) 5.1 (0.9‐30.8) 
      
 
Data available in 205a and 196b patients.  
CPT, Child‐Pugh‐Turcotte; DCV, daclatasvir; LDV, ledipasvir; MELD, model for end‐stage liver disease; SOF, sofosbuvir.  
 
3.2 Safety analysis 
Thirteen (6.3%) patients experienced serious adverse events (SAEs), including three deaths (1.4%). 
Two deaths occurred during the course of antiviral therapy, one in a decompensated patient treated with 
SOF+DCV who died due to sepsis and another in a decompensated patient who received SOF+LDV and 
died at home from unknown causes. The remaining death, which occurred in the post‐transplantation 
period, was a CPT A patient with chronic HCV infection who had relapsed previously. The difference in 
overall SAE rates between patients receiving DCV or LDV did not reach statistical significance (7.6% vs 
3.9%; P=.38). Only one (0.5%) patient discontinued therapy because of SAEs, although SVR was 
achieved. SAEs and deaths were both higher in decompensated patients (16.7% vs 3.6%, P=.006 and 
4.8% vs 0.6%, P=.04, respectively). RBV dose reductions in response to haemoglobin decreases were not 
recorded; nonetheless, only nine of 178 (5%) patients who received RBV had SAEs, compared to four of 
30 patients (13%) who were not given RBV. The main side effects are shown in Table 4.  
Table 4. Serious adverse events (SAE) recorded throughout the period of treatment and 12‐week follow‐up 
 
Total N=208 (%) Child A N=131 (%) Child B/C N=77 (%) 
    
SAE, n patients (%) 13 (6.3) 6 (3.6) 7 (16.7) 
Hepatic decompensations, n (%) 7 (3.4) 3 (2.3) 4 (5.2) 
Infections, n (%) 2 (1) 1 (0.7) 1 (1.3) 
Liver‐unrelated SAE, n (%) 1 (0.5) 1 (0.6) 0 (0) 
Deaths, n (%) 3 (1.4) 1 (0.6) 2 (4.7) 
Drug discontinuations, n (%) 1 (0.5) 1 (0.6) 0 (0) 
Liver transplantation, n (%) 1 (0.5) 1 (0.6) 0 (0) 
Hepatocellular carcinoma, n (%) 4 (2.6) 2 (1.7) 2 (5.6) 
    
 
  
Fourteen (7%) patients had a history of HCC prior to the start of antiviral therapy. Although the study 
was not conducted to assess HCC progression after antiviral therapy, none of these patients had a 
documented HCC recurrence. In addition, four (2.6%) patients were diagnosed with HCC during the 
study period. With the exception of the patient who died in the post‐transplantation period, none of the 
remaining patients had received a liver transplant at the end of the study period. 
4 DISCUSSION 
Patients with HCV GT3 infection and liver cirrhosis are a challenge to treat, particularly those who 
are treatment experienced. Up to now, there have been few available regimens for GT3 patients. 
International guidelines now recommend SOF+DCV and RBV for 12‐24 weeks for these patients, or 
SOF/RBV for 24 weeks, or even an interferon‐based regimen in combination with RBV and SOF.16, 17 
The advantage of the present study is that it is one of the few that have evaluated 24 weeks of SOF/LDV 
and RBV in GT3 patients with liver cirrhosis in the real‐world setting. The study showed excellent SVR 
rates in this population when the SOF/LDV plus RBV regimen was given for 24 weeks, with values 
similar to those achieved with SOF+DCV, particularly in compensated patients. Both regimens were well 
tolerated, with low associated SAE rates, including deaths and therapy discontinuation.  
 
These results contrast with those obtained in previous studies, which have shown lower SVR rates in 
GT3 cirrhotic patients treated with SOF+DCV, and particularly with SOF/LDV. It is possible that the 
shorter treatment duration and absence of RBV in previous studies could explain SVR12 rates of 63% and 
77% in patients treated with DCV‐ and LDV‐containing regimens, respectively.8, 10 However, neither 
RBV addition nor 16 weeks duration in patients with advanced liver disease treated in the ALLY‐3+ trial9 
achieved such high SVR rates.  
 
It is important to note that 20% of patients from our cohort had decompensated liver disease. In the 
French cohort,
11
 extended duration of SOF+DCV treatment to 24 weeks in 222 cirrhotic patients achieved 
an SVR12 rate of 85% vs 73% for the 12‐week regimen, with no apparent benefit from adding RBV to 
the regimen. These rates seem noticeably suboptimal considering the lower percentage of decompensated 
patients in comparison with our cohort. However, some notable differences between the cohorts may 
explain these divergent results: in the French study, data regarding the CPT category were missing in 
17.8% of patients, and 15.8% of the cohort had HIV‐HCV coinfection. The findings in 102 patients 
enrolled in the European compassionate programme showed similar SVR12 results—87% with 
SOF+DCV for 24 weeks with or without RBV— and likewise, more than 50% of patients with cirrhosis 
were classified as CPT B or C and 15% had HIV‐HCV coinfection.18 We observed no differences in 
SVR12 between patients treated for 12 or 24 weeks or between those receiving or not RBV when DCV 
was the NS5 inhibitor used.  
 
Although SVR12 was 100% in patients treated with SOF/LDV with or without RBV for 12 weeks, the 
limited number of patients included does not allow conclusions to be drawn. However, the SVR12 rate 
after 24 weeks of SOF/LDV plus RBV was 92.2%, similar to that of SOF+DCV regimens. In contrast to 
DCV, LDV has shown relatively low in vitro activity against HCV GT3, and it may be that both RBV 
addition and extension to 24 weeks are needed to achieve comparable SVR12 rates. 
 
Because of the differing baseline characteristics between patients receiving the two regimens, we are 
unable to carry out direct comparisons; a higher percentage of patients in the group treated with DCV had 
decompensated cirrhosis, MELD score >10 and albumin concentration <3.5 g/dL. The explanation for 
this important limitation of our study may be that the SOF+DCV compassionate programme allowed 
patients with more advanced liver disease to receive all oral therapies before SOF/LDV had been 
approved. Nevertheless, subgroup analysis and the adjusted model in patients with a MELD score <10 
showed no impact of the type of NS5A inhibitor. The risk of virological failure was higher in patients 
with MELD >10 receiving LDV. However, because of the limited number of patients who received 
SOF/LDV, we were unable to determine whether the effectiveness of DCV regimens was higher in 
decompensated patients. On analysis of several covariates, the only factor associated with a lower 
likelihood of achieving SVR12 was platelet count below 75×10E9/mL. Of note, the low virological 
failure rates associated with DAAs make it difficult to encounter statistical differences. 
 
In our cohort, 20% of patients were decompensated, and even in this group, the overall SVR12 rate 
remained high (90.5%). This value is much higher than the SVR12 rates of 70% and 33% obtained in 
decompensated patients treated for 24 or 12 weeks, respectively, in the French cohort.
11 
It is also higher 
than the 71% and 59% SVR12 values reported in the British cohort treated with a DCV or LDV 
combination, respectively, for 12 weeks.
12 
Although the shorter treatment duration in the British cohort 
may explain the results in LDV patients, the SVR12 rates in our patients treated with SOF+DCV for 
12 weeks were also higher. Poorer liver function in the British cohort would not explain the differences, 
as the median MELD score, and albumin and platelet values were similar to those in our cohort.  
 
Despite a longer therapy duration and addition of RBV in most of our patients, the SAE rate was 
remarkably low. There were only two deaths while on treatment, one of them likely unrelated to drug 
toxicity. Of the 13 patients with SAEs, 11 completed the scheduled treatment. The nonsignificantly higher 
SAE rate observed in the DCV group was probably linked to the higher percentage of decompensated 
patients treated with this combination. CPT B or C patients were more likely to present SAEs (17%), 
most of them as clinical decompensation. In the British cohort, which included only CPT B or C patients, 
the SAE rate was 25%. 
 
Recent studies using the new NS5A inhibitor, velpatasvir (VEL), in combination with SOF have 
reported SVR12 rates similar to those obtained in the present cohort: SVR12 was 89% in treatment‐
experienced cirrhotic patients treated for 12 weeks
19
 and 85% in CPT B decompensated patients treated 
with SOF/VEL plus RBV for 12 weeks.
20
 In the latter study, the 12‐ and 24‐week regimens without RBV 
achieved a very low SVR12 rate (50%), although only 39 GT3 patients in total were included.  
 
In conclusion, in this real‐life cohort study, both SOF+DCV and SOF/LDV with RBV during 
24 weeks were safe and highly effective treatments for HCV GT3 patients with compensated cirrhosis. 
Based on these findings, it seems that both these regimens can be safely recommended for this subset of 
patients. 
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